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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID:SSSPTA1626GMS 

PASSWORD : 

TERMINAL (ENTER 1, 2, 3, OR ? ) : 2 



* * * 


* ★ 


* * 


★ * 


* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 


3 


DEC 


21 


IPC search and display fields enhanced in CA/CAplus with the 










IPC reform 


NEWS 


4 


DEC 


23 


New IPC8 SEARCH, DISPLAY, and SELECT fields in USPATFULL/ 










USPAT2 


NEWS 


5 


JAN 


13 


IPC 8 searching in IFIPAT, IFIUDB, and IFICDB 


NEWS 


6 


JAN 


13 


New IPC 8 SEARCH, DISPLAY, and SELECT enhancements added to 










INPADOC 


NEWS 


7 


JAN 


17 


Pre-1988 INPI data added to MARPAT 


NEWS 


8 


JAN 


17 


IPC 8 in the WPI family of databases including WPIFV 


NEWS 


9 


JAN 


30 


Saved answer limit increased 


NEWS 


10 


JAN 


31 


Monthly current -awareness alert (SDI) frequency 










added to TULSA 


NEWS 


11 


FEB 


21 


STN AnaVist, Version 1.1, lets you share your STN AnaVist 










visualization results 


NEWS 


12 


FEB 


22 


Status of current WO (PCT) information on STN 


NEWS 


13 


FEB 


22 


The IPC thesaurus added to additional patent databases on STN 


NEWS 


14 


FEB 


22 


Updates in EPFULL; IPC 8 enhancements added 


NEWS 


15 


FEB 


27 


New STN AnaVist pricing effective March 1, 2006 


NEWS 


16 


FEB 


28 


MEDLINE/LMEDLINE reload improves functionality 


NEWS 


17 . 


, FEB 


28 


TOXCENTER reloaded with enhancements 


NEWS 


18 


FEB 


28 


REGI STRY/ ZREGI STRY enhanced with more experimental spectral 










property data 


NEWS 


19 


MAR 


01 


INSPEC reloaded and enhanced 


NEWS 


20 


MAR 


03 


Updates in PATDPA; addition of IPC 8 data without attributes 


NEWS 


21 


MAR 


08 


X.25 communication option no longer available after June 2006 


NEWS 


22 


MAR 


22 


EMBASE is now updated on a daily basis 


NEWS 


23 


APR 


03 


New IPC 8 fields and IPC thesaurus added to PATDPAFULL 


NEWS 


24 


APR 


03 


Bibliographic data updates resume; new IPC 8 fields and IPC 










thesaurus added in PCTFULL 


NEWS 


25 


APR 


04 


STN AnaVist $500 visualization usage credit offered 


NEWS 


EXPRESS 


FEBRUARY 15 CURRENT VERSION FOR WINDOWS IS V8.01a, 



CURRENT MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 19 DECEMBER 2005. 
V8.0 AND V8.01 USERS CAN OBTAIN THE UPGRADE TO V8.01a AT 
http : / /download . cas . org/express/v8 . 0-Discover/ 



NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS LOGIN Welcome Banner and News Items 

Enter NEWS followed by the item number or name to see news on that 
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specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* Columbus *************** 

FILE 1 HOME 1 ENTERED AT 09:37:04 ON 06 APR 2006 



Uploading 

THIS COMMAND NOT AVAILABLE IN THE CURRENT FILE 
Do you want to switch to the Registry File? 
Choice (Y/n) : 

Switching to the Registry File... 

Some commands only work in certain files. For example, the EXPAND 
command can only be used to look at the index in a file which has an 
index. Enter "HELP COMMANDS" at an arrow prompt (=>) for a list of 
commands which can be used in this file. 

=> FILE REGISTRY 

COST IN U.S. DOLLARS SINCE FILE TOTAL 



FILE 'REGISTRY' ENTERED AT 09:37:13 ON 06 APR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 4 APR 2006 HIGHEST RN 879269-14-4 

DICTIONARY FILE UPDATES: 4 APR 2006 HIGHEST RN 879269-14-4 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 6, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

********************************************************************* 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 
******************* ************************************************** 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 
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FULL ESTIMATED COST 



ENTRY 
0.21 



SESSION 
0.21 
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REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www . cas . org/ONLINE/UG/regprops . html 



chain nodes : 
6 7 8 
ring nodes : 

1 2 3 4 5 9 10 11 12 13 14 15 16 17 18 19 20 

chain bonds : 

1-6 2-7 5-20 7-8 8-10 

ring bonds : 

1-2 1-5 2-3 3-4 4-5 9-10 9-14 10-11 11-12 12-13 13-14 15-16 15-20 
16-17 17-18 18-19 19-20 
exact /norm bonds : 

1-2 1-5 1-6 2-3 2-7 4-5 5-20 7-8 8-10 

exact bonds : 

3-4 

normalized bonds : 

9-10 9-14 10-11 11-12 12-13 13-14 15-16 15-20 16-17 17-18 18-19 19-20 
isolated ring systems : 
containing 1 : 9 : 15 : 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: CLASS 7 : CLASS 8 : CLASS 9: Atom 10: Atom 
ll:Atom 12: Atom 13: Atom 14: Atom 15:Atom 16: Atom 17:Atom 18:Atom 19:Atom 
20 : Atom 



LI STRUCTURE UPLOADED 

= > d 11 

LI HAS NO ANSWERS 
LI STR 
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Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 09:37:28 FILE ' REGISTRY 1 
SAMPLE SCREEN SEARCH COMPLETED - 158 TO ITERATE 



100.0% PROCESSED 158 ITERATIONS 

SEARCH TIME: 00.00.01 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * * COMPLETE* * 
BATCH * * COMPLETE* * 

2406 TO 3914 
7 TO 298 



7 ANSWERS 



L2 



7 SEA SSS SAM LI 



=> s 11 sss full 

FULL SEARCH INITIATED 09:37:35 FILE 'REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 3528 TO ITERATE 

100.0% PROCESSED 3528 ITERATIONS 

SEARCH TIME: 00.00.01 



L3 



132 SEA SSS FUL LI 




=> FIL HCAPLUS 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
167.38 



TOTAL 
SESSION 
167.59 



FILE 'HCAPLUS' ENTERED AT 09:38:41 ON 06 APR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
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the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS , is 
strictly prohibited. 

FILE COVERS 1907 - 6 Apr 2006 VOL 144 ISS 15 
FILE LAST UPDATED: 4 Apr 2006 (20060404/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 



This file contains CAS Registry Numbers for easy and accurate 
substance identj-£4«a^-ion . 



= > s 13 
L4 





=> d 14 ibib abs tot 



L4 ANSWER 1 OF 8 HCAPLUS COPYRIGHT 2006 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005: 1265191 
144 :22922 
Prepa ral L lon ^o f 

:eroviruses 
Chern, Jyh-Haur,- 



dazolidinones for treatment of 



lih, Shin-Ru; 
re, Yen -Chun 



Chang, Chih-Shiang; 



xial Health Research Institutes, 
U.S. Pat. Appl. Publ., 22 pp. 
CODEN: USXXCO 
Patent 
English 
1 



Taiwan 



PATENT NO. 



US 2005267164 
PRIORITY APPLN. INFO. 
OTHER SOURCE (S) : 
GI 




922 



APPLICATION NO. 

US 2005-134936 
US 2004-574266P 



DATE 



20050523 
20040525 




AB Title compds. [I; Rl = H, halo, cyano, N022, amino, alkyl, cycloalkyl, 
alkoxy, aryl, aralkyl, heterocycloalkyl , heteroaryl; R2 = H, alkyl, 
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cycloalkyl, aryl, aralkyl, heterocycloalkyl , heteroaryl; Al, A2 = aryl, 
aralkyl, heteroaryl; X, Y = CH2 , CHRa, CRaRb, NRc, 0, S, SO, S02, aryl, 
cycloalkyl heterocyclyl , heteroaryl, alkenyl, alkynyl; Ra, Rb = halo, 
amino, alkyl, hydroxyalkyl , alkoxy, SH, alkylthio, aryl, aralkyl , 
heteroaryl; Rc = alkyl, aryl, aralkyl, cycloalkyl, heteroaryl, 
heterocycloalkyl; m, n, p = 0-5; x, y = 0, 1; Q = 

(CH2)mXx(CH2)nYy(CH2)pOA2CH:NOR2; with a proviso], were prepared Thus, 

1- (4-pyridyl) -2-imidazolidinone was stirred with NaH in DMF at 

0°-room temperature followed by addition of 4- (5-bromopentyloxy) benzaldehyde 

O-Me oxime in DMF and stirring for 8 h to give 85% title compound (II) . 

Several I showed IC50 <38.1 nM against enterovirus EV71-2231 and 

EV71-4643 in vero cell monolayers. 



L4 ANSWER 2 OF 8 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
GI 



HCAPLUS COPYRIGHT 2006 ACS on STN 
2005:921409 HCAPLUS 
143:386968 

Synthesis and antipicornavirus activity of (R) - and 
(S) -1- [5- (4 1 -chlorobiphenyl-4-yloxy) -3-methylpentyl] -3- 
Ldazolidin-2-one 
-Haurj) Chang, Chih-Shiang; Tai, Chia-Liang; 

Lee, Chung-Chi; Kang, Iou-Jiun; Lee, 
Shih, Shin-Ru 
vision of Biotechnology and Pharmaceutical Research, 
National Health Research Institutes, Zhunan Town, 
Taichung, Miaoli County, 350, Taiwan 
Bioorganic & Medicinal Chemistry Letters (2005) , 
15(19), 4206-4211 
CODEN: BMCLE8; ISSN: 0960- 8 94X 
Elsevier B.V. 
Journal 
English 





AB The new pyridyl imidazolidinone derivative, 1- [5- (4 ' -chlorobiphenyl -4 -yloxy) -3- 
methylpentyl) -3-pyridin-4-ylimidazolidin-2-one [ (±) -I] , was synthesized 
and found to have an excellent antiviral activity against enterovirus 71 
(EV71, IC50 = 0.009 »aM) . Therefore, (S)-( + )-I and (R)-(-)-I were 
prepared starting from readily available monomethyl (R) -3 -methylglutarate as 
a useful chiral building block and their antiviral activity was evaluated 
in a plaque reduction assay. Interestingly, (S) - (+) -I was 10-fold more active 
against EV71 (IC50 = 0.003 ^M) than (R)-(-)-I (IC50 = 0.033 nM) . 
Similar results were found against all five strains (1743, 2086, 2231, 
4643, and BrCr) of EV71 tested. This demonstrated that the absolute 
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configuration of the chiral carbon atom at the 3-position of the alkyl 
linker considerably influenced the anti-EV71 activity of these 
pyr idyl imidazol idinones . 
REFERENCE COUNT: 19 THERE ARE 19 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 3 OF 8 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) 
GI 



HCAPLUS COPYRIGHT 2006 ACS on STN 
2005:331777 HCAPLUS 
143:43827 

Design, Synthesis, and Ant ipicorna virus Activity of 

1- [5- (4-Arylphenoxy)alkyl] -3 -pyr idin-4-yl imidazol idin- 

2 - one Derivatives 

Chang, Chih-Shiang; Lin, Ying- Ting; Shih, Shin-Ru; 
Lee, Chung - Ch^^e^^^^Ctem ; Tai, Chia-Liang; Tseng, 
Sung-Nien^dnern, Jyh-Haur } 

Division/^f^aiatschi^^ Pharmaceutical Research, 

Nationa l HealJ feh^R f e^earch Institutes, Zhunan, 350, 
Taiwan 

Journal of Medicinal Chemistry^(*2trcr5) ,^4?8(10) 
3522-3535 

CODEN: JMCMAR; ISSN: 0022 -2i 
American Chemical Society 
Journal 
English 

CASREACT 143:43827 





AB A series of pyridyl imidazol idinone derivs . was synthesized and tested in 
vitro against enterovirus 71 (EV71) . On the basis of DBPR103 (I), 
introduction of a Me group at the 2- or 3-position of the linker between 
the imidazol idinone and the biphenyl resulted in markedly improved 
antiviral activity toward EV71 with IC50 values of 5.0 nM and 9.3 nM, 
resp. Increasing the branched chain to Pr resulted in a progressive 
decrease in activity, while inserting different heteroatoms entirely 
rendered the compound only weakly active. The introduction of a bulky group 
(cyclohexyl, Ph, or benzyl) led to loss of activity against EV71. The 
4-chlorophenyl moiety was replaced with bioisosteric groups such as 
oxadiazole or tetrazole dramatically improving anti-EV71 activity and 
selectivity indexes. Some of these compds . exhibited a strong activity 
against lethal EV71, and no apparent cellular toxicity was observed Three of 
the more potent imidazol idinone compds. were subjected to a large group of 
picornaviruses to determine their spectrum of antiviral activity. 

REFERENCE COUNT: 96 THERE ARE 96 CITED REFERENCES AVAILABLE FOR THIS 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 4 OF 8 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE (S) 
GI 



HCAPLUS COPYRIGHT 2006 ACS on STN 
2004 : 767274 HCAPLUS 
141:410865 

Synthesis and antienteroviral activity of a series of 

5i\ axi'iLie 1 ' "efefeej^- containing pyridyl imidazolidinones 
Chern, Jyh-Haur/L^e, Chung-Chi; Chang, Chih-Shiang; 

rSi, Chia -Liang; Lin, Ying-Ting; Shia, 
Kak-Shan; Lee, Ching-Yin; Shih, Shin-Ru 
Division of Biotechnology and Pharmaceutical Research, 
National Health Research Institutes, Taichung, 114, 
Taiwan 

Bioorganic & Medicinal Chemistry Letters (2004), 
14 (20) , 5051-5056 
CODEN: BMCLE8; ISSN: 0960-894X 
Elsevier B.V. 
Journal 
English 

CASREACT 141:410865 




AB A series of oxime ether-containing pyridyl imidazolidinones, e.g., I, were 

synthesized and' their antiviral activity was evaluated in a plaque reduction 
assay. This class of compds . was specific for human enteroviruses, in 
particular, enterovirus 71 (EV71) . Some derivs . strongly inhibited 
enterovirus replication with activities higher or comparable to those of 
the reference compds. such as Al and A2 . Preliminary SAR studies revealed that 
the chain length of the alkyl linker and the alkyl substituent at the 
oxime ether group largely influenced the in vitro anti-EV71 activity of 
this class of potent antiviral agents. Among this series of compds. 
synthesized, the pyridyl imidazolidinone I, with an Et oxime ether group 
located at the para position of the phenoxyl ring, was identified as the 
most potent enterovirus 71 inhibitor (IC50 =0.001 ^M) with no apparent 
cytotoxic effect toward RD (rhabdomyosarcoma) cell lines (CC50 > 25 
\xM) . Furthermore, I has been shown broad- spectrum activity against 
most of the serotypes of enteroviruses tested in the nanomolar range. 

REFERENCE COUNT: 21 THERE ARE 21 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) 



2004 : 743226 HCAPLUS 
141:235774 

Mutation in enterovirus 71 capsid protein VPl confers 
resistance to the inhibitory effects of pyridyl 
imidazolidinone 

Shih, Shin-Ru; Tsai, Mun-Chung; Ts eng , Sim^fli^n ; Won, 
Kuo-Fang; Shia, Kak-Shan; Li, Wen-Ta^'c^rn, 
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CORPORATE SOURCE 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
AB 



Jyh-Haur^Chen, Guang-Wu; Lee, Chung-Chi; Lee, 
Yen^p&un; Peng, Kuan -Chang; Chao, Yu-Sheng 

cnool of Medical Technology, Chang Gung University, 
Taoyuan, Taiwan 

Antimicrobial Agents and Chemotherapy (2004), 48(9), 

CODEN: AMACCQ; ISSN: 0066-4804 
American Society for Microbiology 
Journal 
English 

Enterovirus 71 is one of the most important pathogens in the family of 
Picornaviridae that can cause severe complications in the postpoliovirus 
era, such as encephalitis, pulmonary edema, and even death. Pyridyl 
imidazolidinone is a novel class of potent and selective human enterovirus 
71 inhibitor. Pyridyl imidazolidinone was identified by using 
computer-assisted drug design. This virol . investigation demonstrates 
that BPROZ-194, one of the pyridyl imidazolidinones , targets enterovirus 
71 capsid protein VP1. Time course expts. revealed that BPROZ-194 
effectively inhibited virus replication in the early stages, implying that 
the compound can inhibit viral adsorption and/or viral RNA uncoating. 
BPROZ-194 was used to select and characterize the drug-resistant viruses. 
Sequence anal, of the VP1 region showed that the resistant variants 
differed consistently by seven amino acids in VP1 region from their 
parental drug -sensitive strains. Site-directed mutagenesis of enterovirus 
71 infectious cDNA revealed that a single amino acid alteration at the 
position 192 of VP1 can confer resistance to the inhibitory effects of 
BPROZ-194. 

REFERENCE COUNT: 39 THERE ARE 39 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 : 490448 HCAPLUS 
141 :54337 

Prepar ation of i midazolidinones for treating 

rerovirus infection 
Chern, Jyh-Haiu^/Shih, Shin-Ru; Chen, Chiung-Tong; 
rffaing,,, _c^b^ffr^r»g ; Lee, Chung-Chi; Lee, Yen -Chun ; 

Lie/=«£hl s a - L i ang 
Taiwan 

U.S. Pat. Appl. Publ. 
Ser. No. 191,941. 
CODEN: USXXCO 
Patent 
English 
2 



33 pp., Cont . -in-part of U.S. 



PATENT NO. 



US 2004116476 
US 2003087936 
US 6706739 
PRIORITY APPLN. INFO. 



OTHER SOURCE (S) 
GI 



KIND DATE 



Al 
Al 
B2 



2 004 06 3JL 
20040316 



MARPAT 141:54337 



APPLICATION NO. 

US 2003-717786 
US 2002-191941 

US 2002-191941 
US 2001-313878P 



DATE 



20031119 
20020709 

A2 20020709 
P 20010821 
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y 

Rl 




II 



AB The title compds . [I; Rl, R2 = H, halo, alkyl, aryl, etc.; Al, A2 = aryl, 
aralkyl, heteroaryl; X, Y = S, SO, substituted CH2, etc.; m, n, p = 0-5; 
x, y = 0-1 (at least one of x and y = 1) ; with provisos] , useful in 
treating enterovirus infection, were prepared Thus, reacting 
1- (4-pyridyl) -2-imidazolidinone with 4- (5-bromo-3-methylpentyloxy) -4 ' - 
chlorobiphenyl in the presence of NaH in DMF afforded 71% II which showed 
antiviral activity against enterovirus, in particular, EV71, 
coxsackieviruses A9, and A24 . The pharmaceutical composition comprising the 
compound I is claimed. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003:355843 HCAPLUS 
138:353994 

Preparation of substituted imidazolidinones as 
antiviral agents 

^^T^a^nanT^^h , Shin-Ru; Chang, Chung-Ming; 
Chern, Jyh-Haur; L^ Wen-Tai; Chen, Shu -Jen; Hsu, 



:iohal Health Research Institute, 
U.S. Pat . Appl . Publ . , 16 pp . 
CODEN: USXXCO 
Patent 
English 
2 



Taiwan 



PATENT NO. 



KIND 



US 2003087936 
US 6706739 



US 2004116476 
PRIORITY APPLN. INFO. 

OTHER SOURCE (S) : 
GI 




Al 
B2' 

B 20040601 
Al 20040617 



MARPAT 138:353994 



APPLICATION NO. 

US 2002-191941 

TW 2002-91117489 
US 2003-717786 
US 2001-313878P 
US 2002-191941 



DATE 

20020709 

20020802 
20031119 
P 20010821 
A2 20020709 
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V 

R2 



N H^V E 3 




CF3 II 



AB Title compds. I [Rl, R3 = aryl , aralkyl, heteroaryl, etc.; R2 = H, alkyl, 
haloalkyl, aryl, etc.; T = NH, 0; W = (CH2)l-40; m = 4-8; n, p = 0-1 
provided at least one of n, p = 1] are prepared For instance, 
1- (4-pyridyl) -2-imidazolidinone is reacted with l-bromo-6- [4- 
(trif luoromethyl ) phenoxy] hexane (DMF, NaH, 0°, 30 min) to give II. 
Selected compds. showed antiviral activity against enteroviruses, in 
particular, enterovirus 71 and coxsackieviruses A9 and A24 . 



L4 ANSWER 8 OF 8 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) 
GI 



HCAPLUS COPYRIGHT 2006 ACS on STN 
2002:177380 HCAPLUS 
136:369658 

Design, Synthesis, and Structug^Act 
of Pyridyl Imidazolidinones 
and Selective Human Entero; 
Shia, to^SterPf^ 
Ming^enu; Chern, Jyh-Ha 
Sun^Nig 

Shu -Jen; Peng, Kuan -Chang 




ivity Relationship 
Novel Class of Potent 
71 Inhibitors 
lhang, Chung -Ming; Hsu, 
ng, Max K. ; Tseng, 
Yen -Chun; Chen, 



Ts eng , Huan - Y i ; Chang , 
Yi-Ling; Tai, Chia-Liang; Shin, Shin-Ru 
Division of Biotechnology and Pharmaceutical Research, 
National Health Research Institutes, Taipei, 11529, 
Taiwan 

Journal of Medicinal Chemistry (2002), 45(8), 

1644-1655 i 

CODEN: JMCMAR; ISSN: 0022-2623 

American Chemical Society 

Journal 

English 

CASREACT 136:369658 
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AB When skeletons of Win compds . were used as templates, computer-assisted 

drug design led to the identification of a novel series of imidazolidinone 
derivs . with significant antiviral activity against enterovirus 71 (EV 
71) , the infection of which had resulted in about 80 fatalities during the 
1998 epidemic outbreak in Taiwan. In addition to inhibiting all the 
genotypes (A, B, and C) of EV 71 in the submicromolar to low micromolar 
range, compds. I (R = Br, CF3) were extensively evaluated against a 
variety of viruses, showing potent activity against coxsackievirus A9 
(IC50 = 0.47-0.55 i^M) and coxsackievirus A24 (IC50 = 0.47-0.55 uM) 
as well as moderate activity against enterovirus 68 (IC50 = 2.13 jaM) 
and echovirus 9 (IC50 = 2.6 \M) . Our SAR studies revealed that 
imidazolidinone analogs with an aryl substituent at the para position of 
the phenoxyl ring, such as II [Rl = (un) substituted phenyl], in general 
exhibited the highest activity against EV 71. Among them, II (Rl = Ph) 
and its hydrochloride salt, in terms of potency and selectivity index, 
appear to be the most promising candidates in this series for further 
development of anti-EV-71 agents. Preliminary results of the study on the 
mode of action by a time-course experiment suggest that test compds. I (R = Br, 
CF3) can effectively inhibit virus replication in the early stages, 
referring to virus attachment or uncoating. This indicates that the 
surface protein may be the target for this type of compound 

REFERENCE COUNT: 4 0 THERE ARE 4 0 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> FIL REGISTRY 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
39.63 

SINCE FILE 
ENTRY 
-6.00 



TOTAL 
SESSION 
207.22 

TOTAL 
SESSION 
-6.00 



FILE 'REGISTRY' ENTERED AT 09:43:01 ON 06 APR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 4 APR 2006 HIGHEST RN 879269-14-4 
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DICTIONARY FILE UPDATES: 4 APR 2006 HIGHEST RN 879269-14-4 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 6, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 
**********************************^^ 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www . cas . org/ONLINE/UG/regprops . html 

= > 



Uploading C:\Program Files\Stnexp\Queries\10717786a . str 




chain nodes : 
6 7 8 16 
ring nodes : 

1 2 3 4 5 9 10 11 12 13 14 

chain bonds : 

1-6 2-7 5-16 7-8 8-10 

ring bonds : 

1-2 1-5 2-3 3-4- 4-5 9-10 9-14 10-11 11-12 12-13 13-14 
exact /norm bonds : 

1-2 1-5 1-6 2-3 2-7 4-5 5-16 7-8 8-10 

exact bonds : 

3-4 

normalized bonds : 

9-10 9-14 10-11 11-12 12-13 13-14 
isolated ring systems : 
containing 1:9: 
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Match level : 

l:Atom 2: Atom 3 : Atom 4: Atom 5: Atom 6 : CLASS 7 : CLASS 8 : CLASS 9: Atom 10: Atom 
ll:Atom 12: Atom 13:Atom 14: Atom 16: Atom 



L5 STRUCTURE UPLOADED 

= > d 15 

L5 HAS NO ANSWERS 
L5 STR 




Structure attributes must be viewed using STN Express query preparation. 



=> s 15 

SAMPLE SEARCH INITIATED 09:43:43 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 7172 TO ITERATE 

27.9% PROCESSED 2000 ITERATIONS 1 ANSWERS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * * COM PLETE * * 
PROJECTED ITERATIONS: 138363 TO 148517 

PROJECTED ANSWERS: 1 TO 184 

L6 1 SEA SSS SAM L5 

=> s 15 SSS full 

FULL SEARCH INITIATED 09:43:52 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 142527 TO ITERATE 



100.0% PROCESSED 142527 ITERATIONS 
SEARCH TIME: 00.00.05 




L7 157 SEA SSS FUL L5 

= > 

Uploading C:\Program Files\Stnexp\Queries\10717786b. str 
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chain nodes : 
6 7 8 16 
ring nodes : 

1 2 3 4 5 9 10 11 12 13 14 

chain bonds : 

1-6 2-7 5-16 7-8 8-10 

ring bonds : 

1-2 1-5 2-3 3-4 4-5 9-10 9-14 10-11 11-12 12-13 13-14 
exact /norm bonds : 

1-2 1-5 1-6 2-3 2-7 4-5 5-16 7-8 8-10 

exact bonds : 

3-4 

normalized bonds : 

9-10 9-14 10-11 11-12 12-13 13-14 
isolated ring systems : 
containing 1:9: 



Match level : 

l:AtOm 2: Atom 3: Atom 4: Atom 5: Atom 6: CLASS 7 : CLASS 8 : CLASS 9: Atom 10: Atom 
11: Atom 12: Atom 13: Atom 14 : Atom 16: Atom 



L8 STRUCTURE UPLOADED 

= > d 18 

L8 HAS NO ANSWERS 
L8 STR 




Structure attributes must be viewed using STN Express query preparation. 
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= > s 18 

SAMPLE SEARCH INITIATED 09:45:15 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 7172 TO ITERATE 

27.9% PROCESSED 2000 ITERATIONS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 



4 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE **COMPLETE** 
BATCH ** COMPLETE** 

138363 TO 148517 
59 TO 513 



L9 



4 SEA SSS SAM L8 



=> s 18 sss full 

FULL SEARCH INITIATED 09:45:21 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 142527 TO ITERATE 

100.0% PROCESSED 142527 ITERATIONS 
SEARCH TIME: 00.00.05 



286 ANSWER* 



L10 



286 SEA SSS FUL L8 




=> FIL HCAPLUS 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
334.76 

SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
541.98 

TOTAL 
SESSION 
-6.00 



FILE 'HCAPLUS' ENTERED AT 09:45:32 ON 06 APR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 6 Apr 2006 VOL 144 ISS 15 
FILE LAST UPDATED: 4 Apr 2006 (200604 04/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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=> d his 

(FILE 'HOME' ENTERED AT 09:37:04 ON 06 APR 2006) 

FILE 'REGISTRY' ENTERED AT 09:37:13 ON 06 APR 2006 

LI STRUCTURE UPLOADED 

L2 7 S LI 

L3 132 S LI SSS FULL 

FILE 'HCAPLUS' ENTERED AT 09:38:41 ON 06 APR 2006 

L4 8 S L3 

FILE 'REGISTRY' ENTERED AT 09:43:01 ON 06 APR 2006 

L5 STRUCTURE UPLOADED 

L6 1 S L5 

L7 157 S L5 SSS FULL 

L8 STRUCTURE UPLOADED 

L9 4 S L8 

L10 286 S L8 SSS FULL 

FILE 'HCAPLUS' ENTERED AT 09:45:32 ON 06 APR 2006 

= > S 17 

Lll 9 L7 



=> S 110 

L12 21 L10 



=> s 110 and py<=2002 
21 L10 
22795084 PY<=2002 
L13 12 L10 AND PY<=2002 



=>^ 19 ibib abs tot 

YOU HAVE REQUESTED DATA FROM FILE 'REGISTRY' - CONTINUE? (Y) /N:n 



=> d 111 ibib abs tot 
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HCAPLUS COPYRIGHT 2006 ACS on STN 
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144:22922 

Preparation of imidazolidinones for treatment of 
enteroviruses . 
len^^^jfaHaJM i r qVH ,!lL_ Shin-Ru; Chang, Chih-Shiang; 
Chung - Ch i ; Lee , Yen - Chun 
National Health Research Institutes, Taiwan 
U.S. Pat. Appl. Publ., 22 pp. 
CODEN: USXXCO 



DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION :- 



PATENT NO. 



US 2005267164 
PRIORITY APPLN. INFO 
OTHER SOURCE (S) : 
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US 2005-134936 
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GI 




,OMe 



II 



AB Title compds. [I; Rl = H, halo, cyano, N022, amino, alkyl, cycloalkyl, 
alkoxy, aryl, aralkyl, heterocycloalkyl , heteroaryl; R2 = H, alkyl, 
cycloalkyl, aryl, aralkyl, heterocycloalkyl, heteroaryl; Al, A2 = aryl, 
aralkyl, heteroaryl; X, Y = CH2, CHRa, CRaRb, NRc, 0, S, SO, S02, aryl, 
cycloalkyl heterocyclyl , heteroaryl, alkenyl, alkynyl; Ra, Rb = halo, 
amino, alkyl, hydroxyalkyl , alkoxy, SH, alkylthio, aryl, aralkyl, 
heteroaryl; Rc = alkyl, aryl, aralkyl, cycloalkyl, heteroaryl, 
heterocycloalkyl; m, n, p = 0-5; x, y = 0, 1; Q = 

(CH2)mXx(CH2)nYy(CH2)pOA2CH:NOR2; with a proviso], were prepared Thus, 

1- (4-pyridyl) -2 -imidazol idinone was stirred with NaH in DMF at 

0°-room temperature followed by addition of 4- (5-bromopentyloxy) benzaldehyde 

O-Me oxime in DMF and stirring for 8 h to give 85% title compound (II) . 

Several I showed IC50 <38.1 nM against enterovirus EV71-2231 and 

EV71-4643 in vero cell monolayers. 
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SOURCE : 
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LANGUAGE : 
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HCAPLUS COPYRIGHT 2006 ACS on STN 
2005:921409 HCAPLUS 
143:386968 

Synthesis and antipicornavirus activity of (R) - and 
(S) -1- [5- (4 1 -chlorobiphenyl-4-yloxy) -3 -methylpentyl] -3 
pyridin-4 -yl - imidazol idin-2 -one 

Clj^n-7-Jyh-Haur; Chang, Chih-Shiang; Tai, Chia -Liang; 
c^Lee, Yen-Chun; Lee, Chung-Chi; Kang, Iou-Jiun; Lee, 
Ching-Yin; Shih, Shin-Ru 

Division of Biotechnology and Pharmaceutical Research, 
National Health Research Institutes, Zhunan Town, 
Taichung, Miaoli County, 350, Taiwan 
Bioorganic & Medicinal Chemistry Letters (2005] 
15 (19) , 4206-4211 
CODEN: BMCLE8; ISSN: 0960-894X 
Elsevier B.V. 
Journal 
English 
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AB The new pyridyl imidazolidinone derivative, 1- [5- (4 1 -chlorobiphenyl-4-yloxy) -3- 
methylpentyl] -3-pyridin-4-ylimidazolidin-2-one [(±)-I], was synthesized 
and found to have an excellent antiviral activity against enterovirus 71 
(EV71, IC50 = 0.009 p.M) . Therefore, (S)-( + )-I and (R)-(-)-I were 
prepared starting from readily available monomethyl (R) -3-methylglutarate as 
a useful chiral building block and their antiviral activity was evaluated 
in a plaque reduction assay. Interestingly, (S)-(+)-I was 10-fold more active 
against EV71 (IC50 = 0.003 m-M) than (R)-(-)-I (IC50 = 0.033 yxM) . 
Similar results were found against all five strains (1743, 2086, 2231, 
4643, and BrCr) of EV71 tested. This demonstrated that the absolute 
configuration of the chiral carbon atom at the 3 -position of the alkyl 
linker considerably influenced the anti-EV71 activity of these 
pyridyl imidazol idinones . 

REFERENCE COUNT: 19 THERE ARE 19 CITED REFERENCES AVAILABLE FOR THIS 
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HCAPLUS COPYRIGHT 2006 ACS on STN 
2005:331777 HCAPLUS 
143:43827 

Design, Synthesis, and Antipicornavirus Activity of 

1- [5- (4-Arylphenoxy)alkyl] -3-pyridin-4-ylimidazolidin- 

2 - one Derivatives 

Chan£*«=@¥a^ Ying-Ting; Shih, Shin-Ru; 

Tee] Chung -Chi; Lee, Yen-Chun; Tai, Chia-Liang; Tseng, 
Sung-Nien; Chern, Jyh-Haur 

Division of Biotechnology and Pharmaceutical Research, 
National Health Research Institutes, Zhunan, 350, 
Taiwan 

Journal of Medicinal Chemistry (2005), 48(10), 

3522-3535 ■ ■ ■ » 

CODEN: JMCMAR; ISSN: 0022-2623 

American Chemical Society 

Journal 

English 

CASREACT 143:43827 
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AB A series of pyridylimidazolidinone derivs . was synthesized and tested in 
vitro against enterovirus 71 (EV71) . On the basis of DBPR103 (I), 
introduction of a Me group at the 2- or 3-position of the linker between 
the imidazolidinone and the biphenyl resulted in markedly improved 
antiviral activity toward EV71 with IC50 values of 5.0 nM and 9.3 nM, 
resp. Increasing the branched chain to Pr resulted in a progressive 
decrease in activity, while inserting different heteroatoms entirely 
rendered the compound only weakly active. The introduction of a bulky group 
(cyclohexyl, Ph, or benzyl) led to loss of activity against EV71. The 
4-chlorophenyl moiety was replaced with bioisosteric groups such as 
oxadiazole or tetrazole dramatically improving anti-EV71 activity and 
selectivity indexes. Some of these compds . exhibited a strong activity 
against lethal EV71, and no apparent cellular toxicity was observed Three of 
the more potent imidazolidinone compds. were subjected to a large group of 
picornaviruses to determine their spectrum of antiviral activity. 

REFERENCE COUNT: 96 THERE ARE 96 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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HCAPLUS COPYRIGHT 2006 ACS on STN 
2004:767274 HCAPLUS 
141:410865 

Synthesis and antienteroviral activity of a series of 
novel, oxime ether- containing pyridyl imidazolidinones 
Cherg^^^ Chang, Chih-Shiang; 

**"Eee, Yen -Chun; Tai, Chia-Liang; Lin, Ying-Ting; Shia, 
Kak-Shan; Lee, Ching-Yin; Shih, Shin-Ru 
Division of Biotechnology and Pharmaceutical Research, 
National Health Research Institutes, Taichung, 114, 
Taiwan 

Bioorganic & Medicinal Chemistry Letter s (2004) , 

14(20), 5051-5056 ~ 

CODEN: BMCLE8; ISSN: 0960-894X 

Elsevier B.V. 

Journal 

English 

CASREACT 141:410865 
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AB A series of oxime ether-containing pyridyl imidazolidinones , e.g., I, were 

synthesized and their antiviral activity was evaluated in a plaque reduction 
assay. This class of compds . was specific for human enteroviruses, in 
particular, enterovirus 71 (EV71) . Some derivs . strongly inhibited 
enterovirus replication with activities higher or comparable to those of 
the reference compds. such as Al and A2 . Preliminary SAR studies revealed that 
the chain length of the alkyl linker and the alkyl substituent at the 
oxime ether group largely influenced the in vitro anti-EV71 activity of 
this class of potent antiviral agents. Among this series of compds. 
synthesized, the pyridyl imidazolidinone I, with an Et oxime ether group 
located at the para position of the phenoxyl ring, was identified as the 
most potent enterovirus 71 inhibitor (IC50 = 0.001 nM) with no apparent 
cytotoxic effect toward RD (rhabdomyosarcoma) cell lines (CC50 > 25 
\M) . Furthermore, I has been shown broad-spectrum activity against 
most of the serotypes of enteroviruses tested in the nanomolar range. 

REFERENCE COUNT: 21 



THERE ARE 21 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2004:743226 HCAPLUS 
141:235774 

Mutation in enterovirus 71 capsid protein VPl confers 
resistance to the inhibitory effects of pyridyl 
imidazolidinone 

Shih, Shin-Ru ; Tsai, Mun-Chung; Tseno^^ng^Jien; Won, 
Kuo-Fang->*-Sfe»ia , Kak-Shan; Li, Wen-Tsft; Chern, 
^i^ffaur; Chen, Guang-Wu ; Lee, Chung -Cft&r*l =l B& 
Y^r^hun^Peng, Kuan -Chang; Chao, Yu-Sheng 
; ScRSSl of Medical Technology, Chang Gung University, 
Ta oyuan , Ta i wan 

Antimicrobial Agents and Chemotherapy (2004 ) , 48(9), 
3523-3529 

CODEN: AMACCQ; ISSN: 0066-4804 
American Society for Microbiology 
Journal 
English 

Enterovirus 71 is one of the most important pathogens in the family of 
Picornaviridae that can cause severe complications in the postpoliovirus 
era, such as encephalitis, pulmonary edema, and even death. Pyridyl 
imidazolidinone is a novel class of potent and selective human enterovirus 
71 inhibitor. Pyridyl imidazolidinone was identified by using 
computer-assisted drug design. This virol . investigation demonstrates 
that BPR0Z-194, one of the pyridyl imidazolidinones, targets enterovirus 
71 capsid protein VPl. Time course expts. revealed that BPROZ-194 
effectively inhibited virus replication in the early stages, implying that 
the compound can inhibit viral adsorption and/or viral RNA uncoating. 
BPROZ-194 was used to select and characterize the drug-resistant viruses. 
Sequence anal, of the VPl region showed that the resistant variants 
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differed consistently by seven amino acids in VP1 region from their 
parental drug-sensitive strains. Site-directed mutagenesis of enterovirus 
71 infectious cDNA revealed that a single amino acid alteration at the 
position 192 of VP1 can confer resistance to the inhibitory effects of 
BPR0Z-194. 

REFERENCE COUNT: 39 THERE ARE 39 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2004 : 490448 HCAPLUS 
141:54337 

Preparation^jL-i^oo^a^olidinones for treating 
ent£Z^irus infect ioip 

i, Jyh-Haur^Shf^h, Shin-Ru; Chen, Chiung-Tong; 

iiang; Lee, Chung -Chi; Lee, Yen -Chun ; 
Tai, Chia- Liang 
*TaTwan 

U.S. Pat. Appl. Publ., 33 pp., Cont . -in-part of U.S. 

Ser. No. 191,941. 

CODEN: USXXCO 

Patent 

English 

2 



PATENT NO. 



US 2004116476 
US 2003087936 
US 6706739 
PRIORITY APPLN. INFO. 



OTHER SOURCE (S) 
GI 



KIND DATE 
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APPLICATION NO. 
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US 2002-191941 

US 2002-191941 
US 2001-313878P 



DATE 



20031119 
20020709 

A2 20020709 
P 20010821 
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II 



AB The title compds . [I; Rl, R2 = H, halo, alkyl, aryl , etc.; Al, A2 = aryl , 
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aralkyl, heteroaryl; X, Y = S, SO, substituted CH2 , etc.; m, n, p = 0-5; 
x, y = 0-1 (at least one of x and y = 1) ; with provisos] , useful in 
treating enterovirus infection, were prepared Thus, reacting 
1- (4-pyridyl) -2-imidazolidinone with 4- (5-bromo-3-methylpentyloxy) -4 ' - 
chlorobiphenyl in the presence of NaH in DMF afforded 71% II which showed 
antiviral activity against enterovirus, in particular, EV71, 
coxsackieviruses A9, and A24. The pharmaceutical composition comprising the 
compound I is claimed. 
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2003 : 355843 HCAPLUS 
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Preparation of substituted imidazolidinones as 
antiviral agents 

alf^h&lT^hih, Shin-Ru; Chang, Chung-Ming; 
"Che rn, Jvh^Ha jm^Si. Wen-Tai; Chen, Shu- Jen; Hsu, 
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*iona^ Health Research Institute, Taiwan 
U.S. Pat. Appl. Publ., 16 pp. 
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AB Title compds. I [Rl, R3 = aryl , aralkyl, heteroaryl, etc.; R2 = H, alkyl, 
haloalkyl, aryl, etc.; T = NH, 0; W = (CH2)l-40; m = 4-8; n, p = 0-1 
provided at least one of n, p = 1] are prepared For instance, 
1- (4-pyridyl) -2-imidazolidinone is reacted with l-bromo-6- [4- 
(trif luoromethyDphenoxy] hexane (DMF, NaH, 0°, 30 min) to give II. 
Selected compds. showed antiviral activity against enteroviruses, in 
particular, enterovirus 71 and coxsackieviruses A9 and A24. 
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Design, Synthesis, and Structure-Activity Relationship 

of Pyridyl Imidazolidinones : A Novel Class of Potent 

and Selective Human Enterovirus 71 Inhibitors 

Shia, Kak-Shan; L^Jde n - ^o^^ ^ang. Chung - M i ng ; Hsu, 

Ming-Chu; Cher ^fjyh-Haur ; Leong, "jM^ k K. ; Tseng, 

Sung-Nien; Lee ^Ss^g^iu; Lee, ^ en- Chun; Chen, 

Shu- Jen; Peng, Kuan- Chang , r ^Tseng, Huan-Yi; Chang, 

Yi-Ling; Tai, Chia-Liang; Shih, Shin-Ru 

Division of Biotechnology and Pharmaceutical Research, 

National Health Research Institutes, Taipei, 11529, 

Taiwan 

Journal of Medicinal Chemistry (2002), 45(8), 
1644-1655 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

CASREACT 136:369658 




AB When skeletons of Win compds. were used as templates, computer-assisted 

drug design led to the identification of a novel series of imidazolidinone 
derivs. with significant antiviral activity against enterovirus 71 (EV 
71) , the infection of which had resulted in about 80 fatalities during the 
1998 epidemic outbreak in Taiwan. In addition to inhibiting all the 
genotypes (A, B, and C) of EV 71 in the submicromolar to low micromolar 
range, compds. I (R = Br, CF3) were extensively evaluated against a 
variety of viruses, showing potent activity against coxsackievirus A9 
(IC50 = 0.47-0.55 i*M) and coxsackievirus A24 (IC50 = 0.47-0.55 ^M) 
as well as moderate activity against enterovirus 68 (IC50 =2.13 nM) 
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and echovirus 9 (IC50 = 2.6 i^M) . Our SAR studies revealed that 
imidazolidinone analogs with an aryl substituent at the para position of 
the phenoxyl ring, such as II [Rl = (un) substituted phenyl], in general 
exhibited the highest activity against EV 71. Among them, II (Rl = Ph) 
and its hydrochloride salt, in terms of potency and selectivity index, 
appear to be the most promising candidates in this series for further 
development of anti-EV-71 agents. Preliminary results of the study on the 
mode of action by a time-course experiment suggest that test compds . I (R = 
CF3) can effectively inhibit virus replication in the early stages, 
referring to virus attachment or uncoating. This indicates that the 
surface protein may be the target for this type of compound 
REFERENCE COUNT: 40 THERE ARE 4 0 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The title compds. [I; Rl, R2 = H, halo, lower (halo)alkyl or 
or Rl and R2 are bonded together to form CI -3 alkylenedioxy; 
the single bond with a dotted line represents a single bond or a double 
bond; A = heterocyclyl selected from Q - Q5 ; R3 , R4 = H , lower alkyl; n = 
1-4] , having little side effects and useful as antidiabetics having 
activity for lowering both sugar and lipids in blood, are prepared Thus, a 
solution of benzaldehyde derivative Q6-CHO (Rl = CF3) (preparation given) 9.5, 
2 , 4-thiazolidinone 3.8, and AcONa 4.3 g in 50 mL toluene was refluxed for 
15 h and the solvent was removed by distillation to give, after treatment with 
80% aqueous AcOH and filtration of precipitated crystals, 76% 
5-benzylidene-2 , 4- 

thiazolidinone derivative (II; R = Q6, wherein Rl = CF3) which was 
hydrogenated over 5% Pd-C in 1,4-dioxane at 50° and H pressure 50 
atm to give 80% 5-benzyl-2,4-thiazolidinone derivative (III; R = Q6, wherein 
Rl = CF3) (IV) . IV and III (R = Q6, wherein Rl = CF30) at 2 . 5 mg/kg p.o. 
twice a day for 5 consecutive days lowered the blood sugar level by 41 and 
53%, resp., in mice. 
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AB Title compels. [I; Al = H, (substituted) alkylcarbonyl , alkoxycarbonyl , 
carbocyclylcarbonyl, heterocyclylcarbonyl , aminoalkylthiocarbonyl , etc. 
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A2A3C = (substituted) heterocyclyl ; El = 0, S, SO, S02, NR1 , C0NR1, CR1R2; 
E2 = (substituted) alkyl, cycloalkyl, alkylcycloalkyl , cycloalkylalkyl , 
alkylcycloalkylalkyl; E3 = CO, 02C, CNR3 , NR4 , NR4S02, S, SO, etc.; E4 = 
bond, (substituted) alkyl, alkenyl; E5 = H, OH, (substituted) alkyl, 
alkenyl, alkynyl, alkoxy, alkoxyalkyl, carbocyclyl , heterocyclyl; Rl, R2 = 
H, (substituted) alkyl; with provisos] , were prepared Thus, 
tetrahydro-4- [ [4- [ [5- (4-methoxyphenyl) - 5 -oxopentyl ] oxy] phenyl] sulfonyl] -2H- 
pyran-4-carboxylic acid 1, 1 -dimethyl ethyl ester (preparation given) in CH2C12 
was treated with Me3SiCN and ZnI2 to give 81% cyanohydrin. The product in 
DMF was treated with 1-hydroxybenzotriazole, 1- (3-dimethylaminopropyl) -3- 
ethylcarbodiimide hydrochloride, N-methylmorpholine, and 
tetrahydropyranhydroxyl amine to give 70% THP-protected hydroxamate. The 
latter was stirred with aqueous HC1 in dioxane/MeOH to give 59% 
4- [ [4- [ [ (4Z) -5-cyano-5- (4-methoxyphenyl) -4-pentenyl] oxy] phenyl] sulfonyl] te 
trahydro-N-hydroxy-2H-pyran-4-carboxamide. This inhibited MMP-13 with 
IC50 = 0.2. nM. 
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AB When skeletons of Win compds. were used as templates, computer-assisted 
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drug design led to the identification of a novel series of imidazolidinone 
derivs. with significant antiviral activity against enterovirus 71 (EV 
71) , the infection of which had resulted in about 80 fatalities during the 
1998 epidemic outbreak in Taiwan. In addition to inhibiting all the 
genotypes (A, B, and C) of EV 71 in the submicromolar to low micromolar 
range, compds. I (R = Br, CF3) were extensively evaluated against a 
variety of viruses, showing potent activity against coxsackievirus A9 
(IC50 = 0.47-0.55 nM) and coxsackievirus A24 (IC50 = 0.47-0.55 vM) 
as well as moderate activity against enterovirus 68 (IC50 =2.13 nM) 
and echovirus 9 (IC50 = 2.6 nM) . Our SAR studies revealed that 
imidazolidinone analogs with an aryl substituent at the para position of 
the phenoxyl ring, such as II [Rl = (un) substituted phenyl], in general 
exhibited the highest activity against EV 71. Among them, II (Rl = Ph) 
and its hydrochloride salt, in terms of potency and selectivity index, 
appear to be the most promising candidates in this series for further 
development of anti-EV-71 agents. Preliminary results of the study on the 
mode of action by a time-course experiment suggest that test compds. I (R 
CF3) can effectively inhibit virus replication in the early stages, 
referring to virus attachment or uncoating. This indicates that the 
surface protein may be the target for this type of compound 
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R' 



RN N R" 

Y T 

oo i 



Ph OH 



PhN 




i A 



N N 
H H 




II 



PhN 




N OPh 
H 



III 



AB Imidazolidine-2,4-diones I (R = Ph, 2-C1C6H4, 1-adamantylmethyl , R' = H, 
2-C1, 4-C1, 3,4-C12, R" = Ph, 2-naphthyl, PhO, etc.) and 1,5-di-Ph 
tetramic acid derivs . II (R = H, CI) and III were selected in order to 
evaluate some 5-membered heterocyclic ring compds . as potential templates 
for the synthesis of CCK receptor ligands. All the compds. were evaluated 
in vitro towards both CCK-B and CCK-A receptors. 
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The title compds. [I;"R1, R2 = H, halo, lower (halo)alkyl or 
or Rl and R2 are bonded together to form CI -3 alkylenedioxy; 
the single bond with a dotted line represents a single bond or a double 
bond; A = heterocyclyl selected from Q - Q5; R3, R4 = H, lower alkyl ; n = 



(halo) alkoxy; 
X = N, CH; 
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1-4] , having little side effects and useful as antidiabetics having 
activity for lowering both sugar and lipids in blood, are prepared Thus, a 
solution of benzaldehyde derivative Q6-CH0 (Rl = CF3 ) (preparation given) 9.5, 
2, 4-thiazolidinone 3.8, and AcONa 4.3 g in 50 mL toluene was refluxed for 
15 h and the solvent was removed by distillation to give, after treatment with 
80% aqueous AcOH and filtration of precipitated crystals, 76% 
5 -benzyl idene-2 , 4- 

thiazolidinone derivative (II; R = Q6, wherein Rl = CF3) which was 
hydrogenated over 5% Pd-C in 1,4-dioxane at 50° and H pressure 50 
atm to give 80% 5-benzyl-2 , 4-thiazolidinone derivative (III; R = Q6, wherein 
Rl = CF3) (IV) . . IV and III (R = Q6, wherein Rl = CF30) at 2 . 5 mg/kg p.o. 
twice a day for 5 consecutive days lowered the blood sugar level by 41 and 
53%, resp. , in mice. 
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AB The title compds . I [Rl-2 = H, lower (halo)alkyl, lower (halo) alkoxy, 
halo; R3 = H, lower alkyl; R4 = H and R5 = H, lower alkyl or R4R5 = 
CH2CH2] and their salts are claimed. I inhibit formation of fatty acids 
and cholesterol. 1- (4-Chlorophenyl) -2-imidazolidinone (preparation given) was 
treated with NaH in DMF at room temperature for 30 min and the reaction mixture 
was further treated with 4-ClCH2CH20C6H4C02Me (DMF/THF solution) under 
stirring at 0° for 30 min and at room temperature for 18 h to give I (Rl 
= R2 = H, R3 = Me, R4R5 = CH2CH2) . IC50 values of this compound against 
formation of fatty acids and sterols by isolated rat liver cells were 8.55 
and 9.62 nM, resp. 
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Regio- and stereoselective synthesis of 
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AB Regio- and stereoselective formation of the functional ized 

gem-dif luorocyclopropanes was achieved through the Michael addition of 
lithium enolates of esters or amides with 4 -bromo-4 , 4 -dif luorocrotonate 
followed by the triethylborane-02 mediated intramol . substitution 
reaction. Thus Michael addition of BrCF2CH : CHC02C6H2Me3 -2 ,4,6 with the 
lithium enolate of AcOBu-t followed by cyclization in the presence of 
Et3N, 02, and 1 , 3 -dimethyl -2 -imidazolidinone gave 71% gem- 
dif luorocyclopropane I. 

L13 ANSWER 7 OF 12 HCAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 1992:234832 HCAPLUS 

DOCUMENT NUMBER: 116:234832 

TITLE: Effect of aggregation on the reactivity of 

dodecylammonium propionate in organic solvents. 1. 
Kinetic models for esterolysis reactions 

AUTHOR(S): Valeur, Bernard; Monnier, Eric 

CORPORATE SOURCE: Lab. Chim. Gen., Conservatoire Natl. Metiers, Paris, 

75003, Fr. 

SOURCE: Journal of Colloid and Interface Science (1992 

) , 150 (2) , 473-85 

CODEN: JCISA5; ISSN : 0021-9797 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Dodecylammonium propionate (DAP) is a surfactant that undergoes sequential 

self -association in organic solvents. Its reactivity as a nucleophilic agent 
depends on the aggregation state. The kinetics of esterolysis of three 
allophanic esters and p-nitrophenyl acetate were studied in benzene and 
1,2-dichloroethane as a function of surfactant concentration After 

demonstrating 

by FTIR expts. that the monomeric form of DAP consists of dodecylamine and 
propionic acid, various kinetics models were developed. Excellent 
agreement of the exptl . data was found with a model in which two rate 
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consts., kl (for the monomeric form) and ka (for a surfactant mol . in an 
aggregate, whatever the size of the aggregate), are considered. Anal, of 
the data also provides the equilibrium constant K of self -association The 
validity 

of the kinetic model is further supported by the fact that the value found 
for K in benzene is the same for the four esters and in agreement with the 
value reported in the literature (determined by vapor pressure osmometry) . 
Furthermore, this agreement means that the self -association of a surfactant 
like DAP can be studied by chemical kinetics. 
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Base-catalyzed hydrolysis of allophanic esters in MeCN-H20 mixts. shows a 
sharp increase in rate constant in the range of 0.1-0.3 M H20, with a maximum, 
which is interpreted as a balance between two desolvation terms, one 
concerning the nucleophile, the other the anionic transition state. At 
low H20 content (2 + 10-2 M) , a fast hydrolysis (kexp .simeq. 0.5 
s-1 at 20°) of allophanic esters is observed due to catalysis by the 
enolate of acetamide. This species also catalyzes the decarboxylation 
step, likely behaving as a bifunctional catalyst. 
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AB Fourteen hydantoins I (R = Me, Et, Bu, n-hexyl, CH2Ph, Ph; Rl = H, 4 -CI, 
3-F, 3,4-012, etc.; Z = 0, S) , having antiinflammatory, analgesic, and 
muscle-relaxant activities, were prepared by acylation with C1C02R. Thus, 
0.1 mol DL-alanine and 0.1 mol NaOH in aqueous MeCN treated with 0.1 mol 
3 .4-dichlorophenyl isocyanate gave 90.9% N- (3 , 4 -dichlorophenyl carbamoyl) - 
DL-alanine, which was refluxed with 5N HC1 5 h to give 98.7% 
3- (3 ,4 -dichlorophenyl ) -5-methylhydantoin. This (15 mmol) was treated with 
20 mmol ClC02Et and Et3N in EtOAc to give 90.5% I (R = Et, Rl = 3,4-C12, Z 



= 0) . Its optical isomers were prepared with D- 
DL-alanine. 



or L-alanine instead of 
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AB N-substituted hydantoin derivs . I (R = H, Ph, Me, 3-, 4-H02CC6H4; Rl 
Bu, 4-C1C6H4, etc.) were prepared by the condensation of an a-amino 
acid derivative, a primary amine, and di-Ph carbonate. 



= Ph, 
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LANGUAGE : German 
FAMILY ACC. NUM. COUNT: 4 
PATENT INFORMATION: 



PATENT NO. 



KIND DATE 



CH 563711 
ES 401164 
US 3847940 
PRIORITY APPLN. INFO. 



A 

Al 

A 



19750715 
19751116 
19741112 



APPLICATION NO. 

CH 1972-3131 
ES 1971-401164 
US 1972-311276 
CH 1971-4514 
US 1971-164007 
CH 1971-11683 
CH 1972-3131 



DATE 



19720303 
19710325 
19721201 
A 19710326 
A3 19710719 
A 19710806 
A 19720303 



GI For diagram(s) , see printed CA Issue. 

AB Imidazolidinetrionecarboxylic acid derivs . I (Rl = alkyl, alkoxycarbonyl , 
Ph, etc., R2 = alkyl, allyl, benzyl, halobenzyl, haloalkyl, etc.; Y = O or 
S) and 2,4,5-trioxoimidazolidine derivs. II (Rl = alkyl, halophenyl, etc.) 
are plant growth regulators. Thus, 0.2% 1 -methyl -2 ,4, 5- 
trioxoimidazolidine-3-carboxylic acid isobutyl ester [40407-00-9] 
decreased the force needed for plucking the orange fruit. 
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Ger . Of fen. , 4 9 pp. 
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Patent 

German 
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PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 




DE 


2214448 


A 


19721012 


DE 


1972-2214448 


19720324 


<- 


DE 


2214448 


B2 


19810521 










DE 


2214448 


C3 


19820325 










CH 


552596 


A 


19740815 


CH 


1971-4514 


19710326 


<- 


CH 


570381 


A 


19751215 


CH 


1971-11683 


19710806 


< - 


IL 


39042 


Al 


19760430 


IL 


1972-39042 


19720320 


<- 


CA 


987328 


Al 


19760413 


CA 


1972-137606 


19720321 


< - 


IT 


953546 


A 


19730810 


IT 


1972-22257 


19720322 


< - 


AU 


7240290 


Al 


19730927 


AU 


1972-40290 


19720322 


< - 


BE 


781182 


Al 


19720925 


BE 


1972-115515 


19720324 


< - 


NL 


7204027 


A 


19720928 


NL 


1972-4027 


19720324 


< - 


FR 


2131604 


A5 


19721110 


FR 


1972-10422 


19720324 


< - 


ZA 


7202013 


A 


19721227 


ZA 


1972-2013 


19720324 


< - 


BR 


7201757 


AO 


19730503 


BR 


1972-1757 


19720324 


<- 


DD 


102051 


C 


19731212 


DD 


1972-161793 


19720324 


<- 


US 


3818031 


A 


19740618 


US 


1972-237926 


19720324 


<- 


GB 


1373556 


A 


19741113 


GB 


1972-14083 


19720324 


< - 


JP 


56005201 


B4 


19810204 


JP 


1972-30208 


19720325 


< - 


US 


3847940 


A 


19741112 


US 


1972-311276 


19721201 


<- 


PRIORITY APPLN. INFO.: 






CH 


1971-4514 


A 19710326 












CH 


1971-11683 


A 19710806 












CH 


1971-11653 


A 19710506 
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US 1971-164007 A3 19710719 

GI For diagram (s) , see printed CA Issue. 

AB Hundred and fifty-five title compds . (I. e.g. Q = 0 or S; Rl = H, alkyl, 
CH2CH2SEt, CH2C02Et, CH2Ch:CH2, CH2C . tplbond . CH , cycloalkyl, Ph, 
tetrahydrof urf uryl ; R2 = alkyl, CH2CH:CH2 / CH2C. tplbond. CH, cyclohexyl , 
Ph, f urf uryl) were prepared from II by successive reaction with Et3N and 
C1CO-QR2. I (Q = O) were also prepared by reaction of R1NHC0NHC02R2 (III) 
with C1C0C0C1 and if Rl = H addnl . with Rlpr (Rl = H) . I inhibited 
the senescence of cut roses and Sinapis alba. The plucking strength of 
oranges from trees sprayed with 0.2-0.4%. I solns . 7 days before the crop 
was <1.2-p.9 kg, as compared with 8.5 kg for untreated trees. Thus, 
C1C0C0C1 was added to EtNHCONH2 at 10° , the mixture stirred 3 hr at 
room temperature and refluxed 3 hr to give II (Rl = Et) (IV) . IV reacted 
successively with Et3N at 15 and with ClC02CH2CHMe2 at 5-10° to 
give I (Rl = Et, R2 = CH2CHMe2) (V). H2NC02CH2CHMe2 in PhMe and then 
EtNCO were added to NaH in PhMe at -10 to 0 and -10 to +10°, resp., 
to give III (Rl = Et, R2 = CH2CHMe2) (VI). VI and C1C0C0C1 in CHC13 were 
stirred 2 hr at room temperature and refluxed 1 hr to give V. Compds. 

containing I 

were reported. 



=> log y 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 09:47:32 ON 06 APR 2006 



SINCE FILE 
ENTRY 
65.13 



SINCE FILE 
ENTRY 
-15.75 



TOTAL 
SESSION 
607.11 

TOTAL 
SESSION 
-21.75 
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